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A murine desensitization model to interrogate the Factor XII-mediated contact system in allergic inflammation. 1 The Rockefeller University, New York, NY, 2 Icahn School of Medicine at Mount Sinai, New York, NY. RATIONALE: Factor XII (FXII)-dependent contact system activation initiates several pro-inflammatory cascades including the generation of high molecular weight kininogen (HK) peptides shown to mediate immune cell trafficking. This pathway has not been explored in the context of IgEmediated antigen-specific responses such as desensitization or immune tolerance. In this study, a murine desensitization model was developed to study FXII-derived HK-peptides and their immunomodulatory effects in this context in ongoing experiments. METHODS: BALB/cJ mice were sensitized to Ovalbumin (OVA) through biweekly dosing. After four weeks, mice were challenged with a high OVA dose. Drop in core body temperature and serum levels of mouse mast cell protease 1 (mcpt-1) after challenge were measured as proxies of an anaphylactic response to confirm sensitization. After sensitization was established, an intradermal OVA desensitization regiment was introduced. Mice were challenged with OVA after varied lengths of desensitization, and post-challenge core body temperature and levels of mcpt-1 were used to determine degree of anaphylactic response to OVA after desensitization. RESULTS: Mice that were desensitized for six weeks with OVA dosing had a less severe drop in core body temperature and significantly reduced levels of mcpt-1 post OVA challenge (p 5 0. Inha University College of Medicine, incheon, Korea, Republic of (South), 2 Inha University College of Medicine, Incheon, Korea, Republic of (South). RATIONALE: Recent studies suggest that changes in gravity can cause immunological effects. We investigated the changes of Th2 allergic inflammation in murine model of allergic asthma, after exposure to hypergravity. METHODS: Group A (control group) was intraperitoneally and intranasally injected with physiological saline. Group B (allergic group) received intraperitoneal and nasal ovalbumin for the induction of allergic asthma. Mice in group C (normogravity control) were exposed to mild rotational stimulation (for rotational stimulus stress, but gravity itself 1G) while inducing allergy through ovalbumin administration. Finally, group D (hypergravity group) was exposed to 5 G of hypergravity through rotation throughout the period of allergic induction (4 weeks). To determine the effects of hypergravity on Th2 allergic inflammation, we measured total and OVA-specific IgE in serum. We also measured the number of inflammatory cells (eosinophils, neutrophils, lymphocytes and macrophages) in the broncho-alveolar lavage (BAL). We performed real-time PCR to detect the genetic expression of IL-4, IL-5, and IL-13 using lung homogenate tissue. RESULTS: We could find a significant decrease in serum total IgE in Group D compared to Groups B and C (p<0.05). Group D also showed significant decrease in eosinophil count in BAL fluid. Real-time PCR revealed that Th2 cytokine gene expression (IL-4, IL-5, IL-13) was significantly inhibited in Group D, compared to Groups B and C (p<0.05). CONCLUSIONS: Moderate, proper hypergravity could have beneficial effect in individuals with allergy.
